Molecular Modelling
Docking calculations were performed using 1000 step searches of the mixed Monte Carlo/Low Mode search (MC/LMOD) method with a ratio of 0.5 and AMBER * force field, as already described [1] . A distance-dependent dielectric "constant" of 4r was used. All residues within 6.0 Å from the ligand were allowed to move freely while the remaining residues were treated as "frozen atoms". After each successful run the complex was minimized using the TNCG algorithm (rmsG < 0.01 kJ/mol Å). Unique conformations were stored only if they were within the lowest 50 kJ/mol. Fig. S1 depicts the calculated global minimum energy structure of compound 1 superimposed to the reported ER-genistein crystal structure [2] .
In contrast to genistein, compounds 1 3 bear only one free phenolic OH group, which is expected to mimic the 3-OH group of estradiol to lead these ligands to bind ER in a different orientation compared to genistein and daidzein. The docking calculations we performed established that the 7-OH of 1 3 interacts with Glu305 and Arg346. Fig. S1 shows, however, that the steric hindrance caused by the isoprenyl group displaces the ligand towards the distal part of the cavity pushing His475 (ER ) to adopt a side chain conformation different from that observed in the crystal structure of genistein [2] . In the same part of the cavity other residues were also forced to change their conformation compared to the crystal structure, among them Met295, lle373 and Leu476 (ER ). These changes reflect a structural rearrangement in the distal part of the cavity, presumably influencing the flexibility of the C-terminal part of Helix 11 and the loop connecting Helix 11 and Helix 12. The 4 -OCH 3 of 1 3 is therefore likely to disrupt the H-bond network that involves Glu371, extends to the C-terminal of Helix 11, and stabilizes the agonist position of Helix 12. Disruption of this network has been reported to compromise the potency and efficacy of ER -mediated gene expression [3] .
Fig. S1
Crystal structure (yellow) of ER -genistein complex superimposed to the global minimum structure of 1 (green), as obtained using LMOD docking calculations. Only the most important residues of the ER-binding cavity are shown.
